BEST AVAILABLE COPY 



O 



OF: 9 s 




Fig.1 



O 



3 o> 
< _co 



V93I 



1M 



CO 

* ■ 

go 

4 

4 



CO 

• » 

CD 





* 
** 


CO 


m 


LU 
• 




anti 




IP: 


. V 

~ * r 



C/> 




JO 

LL 
i 



CO 

* ■ 

CO 



< 

X 

I 

c 

CO 

* • 

Q_ 




CO 
CM 



Q 

a: 
< 

i 

CO 

a 



a 




or 




< 


Q_ 


CO 


"Z. 


1 


i 






CO 


CO 


V * 

go 


• • 

CD 


*?. . 


• - - - 

CNJ 







<D .-L .J. 

Q. 
0) 
CL 

+ 

i 




1/8 



Fig.2 



A 




+ Myc-BRCA1 
(1-772) 

- BARD1 
+ Flag-NPM 
+ HA-Ub 



(HA-Ub)n 
Flag-NPM 



50- 



IP: anti-Flag 
IB: anti-HA 



36- 




IP: anti-Flag 
IB: anti-Flag 



C 



. t t S Myc-BRCA1 

> > ™ (1-772) 

- + + + BARD1 

+ - + + HA-Ub 



(HA-Ub)n 
NPM 




IP: anti-NPM 
IB: anti-HA 



B 



_ _ + _ _ 

- + - - + 

- + - - + 

+ + + - - 

- - - + + 
+ + + + + 



+ MDM2 

- BRCA1 (1-772) 

- BARD1 

- Myc-p53 
+ Flag-NPM 
+ HA-Ub 



anti-Myc anti-Flag IP 



250- 
148- 

(kDa) 
98- 

64- 

*« 

50- 



(HA-Ub)n 
Myc-p53 



(HA-Ub)n 
Flag-NPM 



36- 



IB: anti-HA 



1 2 3 4 5 6 



D 



-+ + -- + + + 

-+ + - + - + + 

+ - + + + + + + 

- + - + + + + + 



BRCA1 
BARD1 
Flag-NPM 
UbcHSc 



+ + + - Ub 




36 



IB: anti-Flag 
«-Flag-NPM 



1 2 3 4 5 



1 2 3 4 5 6 7 8 



2/8 



Fig.3 



JS < 
u_ X 



TO 



nun 

OSWQ 

(-) 



o 




CQ^< ^ 
• CD • 

o t O) 

>» < J3 

S I IL 



O 



< jo 



£5 
UL 



CO 

* 

* -it 




< 



mm 

§ 

Ml 




ip 

ml 



I 

II 
I 
I 



CO 



TO 

• * 

CO 



CO 
CM 



O 



CD 
{/> 
(0 

o 



CO 

< 

Q 

o 



< 
69 

a: j 

o 



Him jS§ " 

I 



^2 



si 



» 



t 

IS 



CD 



3/8 



Fig.5 



A 



(hours) 



CO 



< 0 0.5 1 2 4 



8 10 12 14 




BRCA1 



^m-M- BARD1 





StMfllpiSBiig* Cyclm E1 




1 23456789 10 11 



Cyclin B1 
a/p-Tubulin 




... 0 ... G0-G1 
- A - S 

G2-M 



8 



10 12 14 (hours) 



(hours) 



0 0.5 1 2 4 6 8 10 12 14 




5/8 



Fig.6 




CL 



CD 
CD 

o 



CO 
CM 



o 



te T i 
^ O 
CD ID 



i 

CD 
CO 



i 



04iO S 

cnit- Q 



Q_ 



Qo Qo 

<C ' <i ■ 

CQC IDC 

i i 

< < 









loft 




• M 




•« 


(-) 


•BARDIf 
(1-320) 1 


< 


■ 

< 



1 




1 


CO 


1 


CNI 






















5 





< < < < 

< CO t- CO O) 

oo ^ m co o) 

CO t- CM CM CM 
I— CO CO CO h- 

+ + » + + 



» + + + + 

Q 



LJJ 

CM 



i 

+ 

t 



m 



(-) 



Q_ 
< 

+ 
i 

+ 
i 

+ 
t 
I 



Qo 

coc 

< 



Qo 

en™ 

~p CO 

J. 

t 

< 




CL 

V 



Qo Qo 

QlSii DC™ 
<°? <°? 

CQC- CDC 
i i 

< < 




6/8 



Fig. 7 



A 



_ _ UJ < DQ 
X X ™ ^ ^ 



c 



+ + + +■ + 



Myc-BRCA1 
(1-772) 

- + + + + BARD1 
+ + + + + Flag-NPM 
+ + + + + HA-Ub 



uj ^ CD 

c\i OJ 

^ 



+ + + + + Myc-BRCA1 

(1-772) 

- + + + + BARD1 
+ + + + + HA-Ub 




s^s: 



(HA-Ub)n 
Flag-NPM 



(kDa) 



IP: anti-Flag 
IB: anti-HA 



250- 
148- 

98- 

64- 

50- 
(kDa) 




IP: anti-Myc 
IB: anti-HA 



1 2 3 4 5 



1 2 3 4 5 



B 



+ 
+ 

+ 
+ 



+ Myc-BRCAK 1-772) 
+ BARD1 

+ Flag-NPM (T199A) 

+ HA-Ub 
+ K2/E1 



D 



WT 



MT 



BARD1 
(1-320) 

K2/E1 



+ + + + + + + + Myc-BRCAI 

(1-222) 

+ + + + + + + + HA-Ub 





(HA-Ub)n 
Flag-NPM 




IP: anti-Myc 
IB: anti-HA 



IP: anti-Flag 
IB: anti-HA 



1 2 3 4 5 6 7 8 



1 2 



7/8 



Fig.8 



A 



_ uj < go 

X cvi cu ^ 
* ^ 



. + + + + Myc-BRCA1 

(1-772) 

+ + + + + HA-BARD1 





1 2 3 4 5 



HA-BARD1 

*-Myc-BRCA1 
(1-772) 



C 



0 2 4 6 Chase (hours) 




+ pcDNA3 















-V 


^-tf - . • ; . i i 


•* 





jrMyc-BRCA1 
(1-772) 

X HA-BARD1 



*Myc-BRCA1 
(1-772) 

X HA-BARD1 



+ K2/E1 



B 




+ + + 
+ + + 



+ 
+ 



i 



K2/E1 

Myc-BRCA1 
(1-772) 

HA-BARD1 

HA-BARD1 

«. Myc-BRCA1 
(1-772) 



>■ :m—^m Cyclin E1 




CDK2 



Tubulin 



D 



LJJ 
CVJ 



N C N C 




[Flag-BRCA1 

Tubulin 
Cyclin E1 



12 3 4 



12 3 4 



8/8 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record. 



Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

*Qf BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 



□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 



IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



BEST AVAILABLE IMAGES 




COLOR OR BLACK AND WHITE PHOTOGRAPHS 



□ GRAY SCALE DOCUMENTS 

I 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 




OTHER: 



